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ABSTRACT: 

The invention relates to methods of resolving racemic amlodipine into 
enantiomerically enriched compns . by precipitation with tartaric acid in the 
presence 

of a non-aqueous solvent, such as N, N 1 -dimethylacetamide . The molar ratio of 
tartaric acid to amlodipine is preferably <0.25:1.0 or >0.75:1.0. 
s _ (_) -amlodipine D-hemitartrate dimethylacetamide monosolvate was prepared in 
yield by the reaction of amlodipine besylate in N, N-dimethylacetamide with 
D-tartaric acid. This compound was treated with IN NaOH solution in Me tert.- 
ether to give S- (-) -amlodipine free base (with >99% enantiomeric purity). 
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The invention relates to methods of resolving racemic amlodipine into 
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of a non-aqueous solvent, such as N, N-dimethylacetamide . The molar ratio of 
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0.75:1.0. S- (-) -amlodipine is obtained from S- (-) -amlodipine D-hemitartrate 
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monomethanesulfonate (9CI) (CA INDEX NAME) 

OTHER NAMES: 

CN Amlodipine mesylate 

MF C20 H25 CI N2 05 . C H4 03 S 
SR CA 

LC STN Files: BIOSIS, CA, CAPLUS, TOXCENTER, USPAT2, US PAT FULL 



CM 1 



CRN 88150-42-9 

CMF C20 H25 CI N2 05 




CM 



2 



CRN 75-75-2 
CMF C H4 03 S 



0 

HO- S- CH3 

II 

0 

7 REFERENCES IN FILE CA (1907 TO DATE) 

7 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

LI ANSWER 8 OF 13 REGISTRY COPYRIGHT 2004 ACS on STN 
RN 150566-71-5 REGISTRY 

CN 3, 5-Pyridinedicarboxylic acid, 2- [ (2-aminoethoxy ) methyl ] -4- ( 2- 

chlorophenyl) -1, 4-dihydro-6-methyl-, 3-ethyl 5-methyl ester, (4S)-, 
monobenzenesulfonate (9CI) (CA INDEX NAME) 

OTHER NAMES: 

CN (-) -Amlodipine besylate 

FS STEREOSEARCH 

MF C20 H25 CI N2 05 . C6 H6 03 S 
SR CA 

LC STN Files: CA, CAPLUS, I MS PATENTS, IMSRESEARCH, USPAT2, US PAT FULL 
CM 1 

CRN 103129-82-4 

CMF C20 H25 CI N2 05 

Absolute stereochemistry. Rotation (-) . 




CM 2 

CRN 98-11-3 
CMF C6 H6 03 S 



O 




4 REFERENCES IN FILE CA (1907 TO DATE) 

4 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



LI ANSWER 9 OF 13 REGISTRY COPYRIGHT 2004 ACS on STN 
RN 111470-99-6 REGISTRY 

CN 3,5-Pyridinedicarboxylic acid, 2- [ (2-aminoethoxy) methyl] -4- (2- 
chlorophenyl) -1, 4-dihydro-6-methyl-, 3-ethyl 5-methyl ester, 
monobenzenesulfonate (9CI) (CA INDEX NAME) 

OTHER CA INDEX NAMES: 

CN Benzenesulfonic acid, compd. with 3-ethyl 5-methyl 2-[(2- 

aminoethoxy) methyl] -4- ( 2-chlorophenyl ) -1, 4-dihydro-6-methyl-3 , 5- 
pyridinedicarboxylate (1:1) 

OTHER NAMES: 

CN (±)-3-Ethyl 5-methyl 2- [ (2-aminoethoxy ) methyl] -4- (2-chlorophenyl ) -1, 4- 

dihydro-6-methyl-3, 5-pyridinedicarboxylate monobenzenesulfonate 
CN Amcard 
CN Amdepin 
CN Amdipin 
CN Amlodin 

CN Amlodipine benzenesulf onate 

CN Amlodipine benzenesulf onate salt 

CN Amlodipine besylate 

CN Amlopin 

CN Amlor 

CN Amlosyn 

CN Antacal 

CN Calchek 

CN Istin 

CN Lowrac 

CN Monopina 

CN Norvas 

CN Nor vase 

CN Norvask 

CN Tensivask 

CN UK 48340-26 

DR 115633-24-4, 156366-25-5 

MF C20 H25 CI N2 05 . C6 H6 03 S 

CI COM 

SR CAS Client Services 

LC STN Files: ADISNEWS, AGRICOLA, ANABSTR, BIOBUSINESS, BIOSIS, BIOTECHNO, 
CA, CAPLUS, CASREACT, CBNB, CEN, CHEMCATS, CIN, CSCHEM, DIOGENES, 
EMBASE, HSDB* , IMSCOSEARCH, IMSDRUGNEWS, I MS PATENTS, IMS RESEARCH, I PA, 
MRCK* , PHAR, PROMT, RTECS*, TOXCENTER, USAN, USPAT2, US PAT FULL 
(*File contains numerically searchable property data) 

CM 1 

CRN 88150-42-9 

CMF C20 H25 Cl N2 05 



O 



II 



MeO-C Cl 




Me I 



H2N- CH2" CH 2 -0- CH2 q 



CM 



2 



CRN 98-11-3 
CMF C6 H6 03 S 



0 

II 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

153 REFERENCES IN FILE CA (1907 TO DATE) 

5 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 

154 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

LI ANSWER 10 OF 13 REGISTRY COPYRIGHT 2004 ACS on STN 
RN 103129-82-4 REGISTRY 

CN 3,5-Pyridinedicarboxylic acid, 2- [ (2-aminoethoxy ) methyl] -4- ( 2- 

chlorophenyl)-l, 4-dihydro-6-methyl-, 3-ethyl 5-methyl ester, (4S)- (9CI) 
(CA INDEX NAME) 

OTHER CA INDEX NAMES: 

CN 3,5-Pyridinedicarboxylic acid, 2- [ (2-aminoethoxy) methyl] -4- (2- 

chlorophenyl) -1, 4-dihydro-6-methyl- , 3-ethyl 5-methyl ester, (S)- 
OTHER NAMES: 
CN (-) -Amlodipine 
CN ( S ) - ( - ) -Amlodipine 
CN ( S ) -Amlodipine 
CN 1 -Amlodipine 
FS STEREOSEARCH 
DR 150566-70-4 
MF C20 H25 Cl N2 05 
CI COM 
SR CA 

LC STN Files: ADISNEWS, ANABSTR, BEILSTEIN* , BIOSIS, CA, CAPLUS, CASREACT, 
CEN, IMSDRUGNEWS, IMS PATENTS, IMS RESEARCH, IPA, PHAR, PROMT, TOXCENTER, 
USPAT2, US PAT FULL 

(*File contains numerically searchable property data) 

Absolute stereochemistry. Rotation (-) . 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 



4 6 REFERENCES IN FILE CA (1907 TO DATE) 

2 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
46 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



Ll ANSWER 11 OF 13 REGISTRY COPYRIGHT 2004 ACS on STN 
RN 103129-81-3 REGISTRY 

CN 3, 5-Pyridinedicarboxylic acid, 2- [ (2-aminoethoxy) methyl] -4- ( 2- 

chlorophenyl) -1, 4-dihydro-6-methyl-, 3-ethyl 5-methyl ester, (4R)- (9CI) 
(CA INDEX NAME) 

OTHER CA INDEX NAMES: 

CN 3, 5-Pyridinedicarboxylic acid, 2- [ (2-aminoethoxy ) methyl ] -4- ( 2- 

chlorophenyl) -1, 4-dihydro-6-methyl-, 3-ethyl 5-methyl ester, (R)- 
OTHER NAMES: 
CN (+) -Amlodipine 
CN (R) - (+) -Amlodipine 
CN (R) -Amlodipine 
CN d-Amlodipine 
FS STEREOS EARCH 
MF C20 H25 Cl N2 05 
CI COM 
SR CA 

LC STN Files: ADISNEWS, ANABSTR, BEILSTEIN* , BIOSIS, CA, CAPLUS, CASREACT, 
IMS PATENTS, PROMT, USPAT2, US PAT FULL 

(*File contains numerically searchable property data) 



Absolute stereochemistry. Rotation ( + ) . 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

41 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
41 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

Ll ANSWER 12 OF 13 REGISTRY COPYRIGHT 2004 ACS on STN 
RN 88150-47-4 REGISTRY 

CN 3, 5-Pyridinedicarboxylic acid, 2- [ (2-aminoethoxy) methyl] -4- ( 2- 
chlorophenyl) -1, 4-dihydro-6-methyl-, 3-ethyl 5-methyl ester, 
(2Z)-2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

OTHER CA INDEX NAMES: 

CN 3, 5-Pyridinedicarboxylic acid, 2- [ (2-aminoethoxy) methyl] -4- (2- 
chlorophenyl) -1, 4-dihydro-6-methyl-, 3-ethyl 5-methyl ester, 
(Z) -2-butenedioate (1:1) 

OTHER NAMES: 



CN Amlodipine maleate 

CN UK 48340-11 
FS STEREOSEARCH 
DR 135877-50-8 

MF C20 H25 Cl N2 05 . C4 H4 04 

LC STN Files: BEILSTEIN*, BIOSIS, CA, CAPLUS, CASREACT, CHEMCATS, CIN, 

HSDB* , IMS PATENTS, I PA, MRCK* , PHAR, TOXCENTER, USAN, USPAT2 , US PAT FULL 
(*File contains numerically searchable property data) 

CM 1 

CRN 88150-42-9 

CMF C20 H25 Cl N2 05 




H2N- CH2~ CH2- O— CH2 



C- OEt 



O 




CM 2 

CRN 110-16-7 
CMF C4 H4 04 

Double bond geometry as shown. 

H0 2 C z 

C02H 

**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

31 REFERENCES IN FILE CA (19 07 TO DATE) 

1 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
31 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

LI ANSWER 13 OF 13 REGISTRY COPYRIGHT 2004 ACS on STN 
RN 88150-42-9 REGISTRY 

CN 3, 5-Pyridinedicarboxylic acid, 2- [ (2-aminoethoxy)methyl] -4- (2- 

chlorophenyl) -1, 4-dihydro-6-methyl-, 3-ethyl 5-methyl ester (9CI) (CA 
INDEX NAME) 

OTHER NAMES: 

CN Amlodipine 

CN Pelmec 

CN Racemic Amlodipine 

FS 3D CONCORD 

DR 103069-18-7 

MF C20 H25 Cl N2 05 

CI COM 

LC STN Files: ADISNEWS, AGRICOLA, ANABSTR, BEILSTEIN*, BIOBUSINESS, BIOSIS, 



BIOTECHNO, CA, CANCERLIT, CAPLUS, CAS REACT, CBNB, CEN, CHEMCATS, CIN, 
CSCHEM, DDFU, DIOGENES, DRUGU, EMBASE, HSDB* , IMS PATENTS, IPA, MEDLINE, 
MRCK* , PHAR, PROMT, RTECS* , SYNTHLINE, TOXCENTER, USAN, USPAT2, 
US PAT FULL, VETU 

(*File contains numerically searchable property data) 
Other Sources: WHO 



0 




MeO-C CI 



H2N~ CH2~ CH2~ O- CH2 0 



**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 



1177 REFERENCES IN FILE CA (1907 TO DATE) 

19 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
1179 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



